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DETAILED ACTION 

Applicant's amendment filed on March 15, 2006 has been received. In the filed 
amendment, the applicant added new claims 22-35. 

Applicant's affidavits of drug reports as evidence for known insulin sensitizers 
filed on March 15, 2006 has been received and has been taken into consideration. 

Because of the cancellation of previous broad claims, the addition of more 
specified claims along with the applicant's submitted affidavits of drug reports, the 
previous enablement rejection under 35 USC § 1 12 is withdrawn. 

Claims 1-5 and 7-21 are cancelled. 

Claims 6 and the newly added claims 22-35 are presented for examination. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of 

the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 

the various claims was commonly owned at the time any inventions covered therein 

were made absent any evidence to the contrary. Applicant is advised of the obligation 

under 37 CFR 1.56 to point out the inventor and invention dates of each claim that was 

not commonly owned at the time a later invention was made in order for the examiner to 
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consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 

Claims 22-35 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Hosakawa (PTO 1449) and Robl (US PGPub: 20020013334, pub. Date: Jan. 31, 2002) 
in view of Cropp (US Pat: 6,245,787, issue date: Jun. 12, 2001), further in view of (US 
Pat: 6,245,787, issue date: Jun. 12, 2001), Mizukami (PTO 892, item U), Fukui (PTO 
892, item V), Devasthale (PTO 892, item W) and Kitahara (US PGPub: 20030073729, 
pub. Date: Apr. 17, 2003). 

Claims 22-23 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Hosokawa et al., "Troglitazone inhibits bicarbonate secretion in Rat and Human 
Duodenum". Journal of Pharmacology and Experimental Therapeutics. September 
1999, page 1080-1084. (Form 1449). 

Claims 22 and 23 recite a pharmaceutical^ composition comprising a diuretic 
and an insulin sensitizer in a ratio of 1 :200 to 200:1 where the diuretic is amiloride and 
the insulin sensitizer can be a troglitazone. 

Hosakawa teaches the administration of troglitazone combined with the 
administration of amiloride. Table 1 (page 1082) demonstrates that troglitazone (20 jiM) 
and amiloride (100 jiM) are used in the combined administration resulting in a ratio of 
1 :5 between troglitazone and amiloride. Hosakawa does not teach troglitazone and 
amiloride being combined into one pharmaceutical composition. However, it would 
have been obvious to one of ordinary skill in the art at the time of the claimed invention 
was made to make a pharmaceutical composition comprising troglitazone and amiloride 
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in a ratio of 1 :5. The motivation to do so is provided by Hosakawa that the 
administration of troglitazone (an insulin sensitizer) has a propensity to cause edema 
(page 1080, column 1, line 7), and the administration of diuretics should safely relieve 
the fluid retention induced by troglitazone (page 1084, column 1 , line 26) and that it is 
possible to continue the combined prescription of troglitazone and diuretics for the 
patients with edema (page 1084, column 1, line 30). 

Thus, the claimed invention of claims 22 and 23 was prima facie obvious over the 
teachings of Hosakawa. 

Claims 22-35 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Robl (US PGPub: 20020013334, pub. Date: Jan. 31 , 2002) in view of Cropp (US Pat: 
6,245,787, issue date: Jun. 12, 2001), further in view of (US Pat: 6,245,787, issue date: 
Jun. 12, 2001), Mizukami (PTO 892, item U), Fukui (PTO 892, item V), Devasthale 
(PTO 892, item W) and Kitahara (US PGPub: 20030073729, pub. Date: Apr. 17, 2003). 

Claims 22-35 are directed to a pharmaceutical composition comprising a diuretic 
and an insulin sensitizer where the diuretic is amiloride and the insulin sensitizer is 
selected from a group consisting of troglitazone, pioglitazone, rosiglitazone, JTT-501, 
MCC-555, GI-262570, YM-440, KRP-297, T-174, NC-2100, BMS-298585, AZ-242 and 
NN-622. 

Robl teaches a pharmaceutical composition comprising a HMG CoA reductase 
inhibitor and one or more other types of therapeutic agents including antidiabetic agents 
and antihypertensive agents (page 18, claim 17, lines 5-6). The antidiabetic agents can 
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be insulin sensitizers (page 18, paragraph [0213], line 5). The antihypertensive agents 
can be diuretics (page 20, paragraph [0247], line 8). Robl further discloses compounds 
used as antidiabetic agents can be insulin sensitizers such as troglitazone, pioglitazone, 
rosiglitazone, JTT-501 , MCC-555, GI-262570, YM-440 (page 19, paragraph [0220], 
lines 5-10) and KRP-297 (page 19, paragraph [0229], line 4). 

Robl does not teach the use of particular compounds of T-1 74, NC-21 00, BMS- 
298585, AZ-242 and NN-622 in combination with the HMG CoA reductase inhibitor. 
However, Robl discloses that the antidiabetic agents that may be employed in the 
combination can be insulin sensitizers including PPAR y agonists such as 
thiazolidinediones and PPAR oc/y dual agonists (page 18, [0213], lines 7-9). Mizukami 
discloses T-1 74 is a thiazolidinedione compound developed as an antidiabetic drug 
stimulating the transcription of PPARy (page 61 , line 5 of abstract); Fukui discloses NC- 
21 00 is a PPARy activator exhibiting potent antidiabetic effects (see title). Kitahara 
discloses NN-622 is a PPAR y agonist (page 2, [0031], line 11); Devasthale discloses 
BMS-298585 (page 2248, line 1 of abstract) and AZ-242 (page 2248, left column, 
lines031-32) are PPAR oc/y dual agonists. Therefore, the compounds of T-1 74, NC- 
21 00, BMS-298585, AZ-242 and NN-622 are all insulin sensitizers within the scope of 
Robl's disclosure. 

Robl does not teach the use of amiloride as the diuretic. However, Cropp 
teaches that amiloride is a useful diuretics (column 3, line 12). 
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Robl also discloses that when a combination is administered, the compound of 
Robl's invention can be employed in a weight ratio to other types of therapeutic agents 
within the range from about 0.5:1 to about 100:1. 

Therefore, it would have been obvious to one of ordinary skill in the art at the 
time of the claimed invention was made to make a pharmaceutical composition 
according to Robl using amiloride as the diuretic and one of the above listed known 
insulin sensitizers in combination with the inhibitor of Robrs invention. The motivation 
to do so is to make and use Robl's invention. If weight ratios in the composition are 1 :1 
between amiloride and Robrs inhibitor and 1:1 between the insulin sensitizer and Robl's 
inhibitor, the resulting pharmaceutical composition would comprise amiloride and an 
insulin sensitizer with a weight ratio of 1:1 between amiloride and the insulin sensitizer. 
The resulting weight ratio falls into the range of 1 :200 to 200:1 . Therefore the resulting 
pharmaceutical composition meets all the limitations as defined in claims 22-35 of the 
instant application. 

Thus, the claimed invention of claims 22-35 was prima facie obvious over the 
combined teachings of the prior art. 

Conclusion 

Claims 22-35 are not allowed. 
Claim 6 is in condition for allowance. 
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Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Nancy L. Zhang whose telephone number is (571)-272- 
8270. The examiner can normally be reached on Mon.- Fri. 8:30am - 5:00pm EST. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Ardin Marschel can be reached on (571)-272-0718. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 
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